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1. Data {#sec1}
=======
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2. Experimental design, materials, and methods {#sec2}
==============================================

2.1. Cell culture {#sec2.1}
-----------------

Primary human adult and fetal dermal fibroblasts (lots 12925 and 10111, respectively, from Sciencell) were cultured in Dulbecco\'s modified Eagle\'s medium supplemented with 10% fetal bovine serum and used prior to passage 5 as previously described [@bib1].

2.2. Rigid PAA {#sec2.2}
--------------

Fibronectin-conjugated rigid PAAs were synthesized and cast in activated 60 mm glass Petri dish lids in duplicate as previously described [@bib1], [@bib4]. Briefly, these substrates were composed of a 12%/0.6% ratio of acrylamide/BIS-acrylamide, 0.1% N-hydroxysuccinimide ester, and 230 μg/ml of fibronectin yielding an elastic modulus of 22,692 Pa which mimics late-stage granulation tissue [@bib1], [@bib5].

2.3. RNA isolation {#sec2.3}
------------------

Total RNA was harvested from trypsinized fibroblasts after overnight incubation using the RNeasy Mini Kit (Qiagen) as per the manufacturer\'s instructions.

2.4. RNA-seq {#sec2.4}
------------

DNase-treated total RNA quality was assessed using the 2100 Bioanalyzer (Agilent). Samples with a RNA integrity number greater than 7 were subjected to polyA (mRNA) enriched library prep using stranded mRNA sample kits with dual indexed adaptors (New England BioLabs). Library quality was assessed using the 2100 Bioanalyzer (Agilent) and libraries were quantitated using KAPA Library Quantification Kits (KAPA Biosystems). Pooled libraries were subjected to 150 bp paired-end sequencing according to the manufacturer\'s protocol (Illumina NovaSeq6000). Bcl2fastq2 Conversion Software (Illumina) was used to generate de-multiplexed Fastq files.

2.5. Transcriptome analysis {#sec2.5}
---------------------------

RNA reads were aligned to the human genome hg19 using STAR and quantified by featureCounts [@bib6], [@bib7]. Alignment quality was checked by RSeQC [@bib8]. DESeq2 was used to detect differential expression between fetal and adult dermal fibroblasts [@bib9]. Functional enrichment analysis were performed using WebGestalt and GSEA to identify enriched pathways to provide insight into the biological differences [@bib10], [@bib11].
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